M3MLIHYTENNA ATEHLUNS 10 NEKAPCTRATE

Kpamria yapasmepucmuea ta npodykma - Apuncaenve 1

Kna pyz/j___{"é 556 , 2. 01 201

Qdobperio’ ({J _‘/ /‘K /’e 2.9
KPATKA XAPAKTEPRCTHKA HA IPOAYKTA £ 99002457

1. Teproecko HAHMEeHOBAHIE HA JIEKAPCTBEHHSE IPOAYKT 2% 01 201
Hedzun 250 mg dunmupany tabnerky
CEFZIL 250 mg film-coated tablets

2. KayecTBeH H KOJIHYECTEEH CBECTAB
Lledsun 250 mg unmupasu tabnetku cpappxar cefprozil (Hednposin), ekBuBanenTeH
Ha 250 mg 6e3BoaeH Hednpo3u.

3. Jlekapcreena popma
Dunmupanu TabIeTKH

4. Kanamaan xanga
4.1. TepaneBTHYHHE NOKAZAHHS

Hedsan e noxasaH 3a neyeHHWe Ha MaHMeHTH CBC clensute uHderumy,
OpHYHHEHH OT YYBCTBHUTEIHH KbM nedposun daktepud.

» HMudexumn Ha ropHurte AMXatenHu NBTHIIE, BKIOUBAIIM (ApHUHTHT, TOHIWIHUT H
CHHY3UT

o  Hudexumy Ha FOMHUTE NUKATENHE IFFTAINA BKIOYBAIIK GPOHXHUT M IIHEBMOHUS.

« HeycaoxueHH HRPEKIHH Ha KOKATA ¥ MEKUTE THKAHH.
3ABEJIEXKA: Abcuecute 0OMKHORSHO H3UCKBAT XMPYPIUYECH APSHAXK.

+ Heycnoxuend ek Ha MUKOYHUTE IIBTHIIA, BKIIIOYBALIH OCTPBT LHCTHT.

¢  OcTBp cpesieH OTHT

Heobxomumo e yxa ce uMar npenBu] O(QMIMAIHHTS MPENOPBKH 34 IOAXONAIIO

H3M0N3BaHe Ha aHTHOHOTHLH.

4.2. To3HpOBKA H HAYMHMH HA NPHIOKECHHe
Ledbsun moxe xa ce mpuema ¢ unM 0e3 XpaHa. XpaHAaTa He OKa3Ba BIUSHHE BBPXY
cTeneHTa Ha abcopOuus.

IIpenopryBana A03UpPOBKA
Br3pactHu H gera Hax 12 rognHu

Lledsun ce npunmara nepopanHO XpH JeyeHHe HA HHPEKUHH T[pPUYMHEHH OT
YyBCTBHTENHH OAKTEPUH B CISIHHUTE JIO3H!

HHgpexnnn Ha ropHUTe IUXaTeNHH TIBTHIIA 500 mg Ha 24 gaca
Cunysur 250 -500 mg na 12 yaca
Hndexupu Ha NOTHHUTE AUXATETHH NIBTHIIA 500 mg Ha 12 yaca
Heycnoxueny nH(eKUHA Ha MHKOUHUTE TETHLIA 500 mg Ha 24 gaca
Wupexuuu Ha KOKaTa U MEKUTE THKaHU 250 mg na 12 vaca uiu

500 mg wHa 24 vaca
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Ilednposun Moxe Ja ce MpHIara npd OoNHM ¢ yspeleHa OnOpeuna Qynxums. He e
HeoOXoIuMa 10308 KOPEKIMS IIpH CTOMHOCTH Ha KpeaTWHUHOBHA kiupbac > 30 ml/min.
Ilpi Gomuu ¢ KpeaTHHMHOB KiupbHC < 30 ml/min, chen mpunokeHue Ha IBEpBaTa
craHzapTHa no3a, 50% oT cielpamiaTa CTaHIApTHA A03a Ce JAaBa B HOPMAJHUTE AO30BU
uatepsady. Hednposua ce oTCTpaHARa YacTHYHO ype3 XeMOAWANH3a; MOPaid ToBa ce
ApHiIara ciefl NPHKIOUBaHEe Ha XeMOAHAIH3aTa.

YepHOApOGHO HAPYLICHIE:
He ce usnckpa n0308a KOPEKLUs rpyt GOXHH ¢ YBpeeHa YepHOIPoGHa (yHKIMA.

Hdena u moapacrBan
B xauuuuHe npoyusanus, Ledsun e npuiaray Ha NeAHaTPUYHU NALNUEHTH, KOHTO ca
OMIIH HA BB3PACT Hall-Manko 6 Mecena.

edsun Tabnetku He e nmomxoman 3a yrnotpeba npu pmeua. [Ipu geua Tpabea pa ce
mznonzea Ledsun nepopalnHa cycrneHsms.

Ilpu cpenes orut, npenopkueanara xosa Lledsun e 15 mg/kg, mpunarana Ha BceKH
12 gaca.

Ilpy wHOEKUHWH HA TOPHUTE [AMXATENHH WBTUINA, (HapUHTUT HIA  TOH3WIHT,
npernoppusaHara poza Lledsun e 20 mg/kg Beauwmxk nmHeBHo miM 15 mglkg/nen,
pazieneHa Ha ase pagHH mo3n. [lpu CHHY3MT, npenopbuBaHaTa xo3za € 7,5 mg/kg no
15 mg/kg. npunaraHa Ha Bcekd 12 yaca.

TIpy HeycroXHeHH WHOEKHMM Ha KOXaTa M KOXKHHTE CTPYKTYPH C€ NpelnophyYBaT
20 mg/kg BeIHDX AHEBHO.

MaxkcumanHara JeTcKa JHEBHa Jo3a He TpsOBa Ja HaJBUOIaBa MaKCHMallHATa
OpernopbyBaHa JHEBHA J[03a IpH BB3pacTHM. [lpu redeHuwe Ha [-XeMOAUTHYHU
CTPENTOKOKOBH HH(EKIHH, TepanerTHuHH 1031 Hedsun ce npunarar 3a 10 guu.
be30nmacHOCTTa 1 e()eKTUBHOCTTa MIPH Jela I0J 6 Mecela He € YCTaHOBeHA.

4.3, IlpoTuBonoKa3aHug

Iledzun e rpOTHBOMOKA3aH NpM GONHU CBC CBPBXYYBCTBHTEIHOCT KbM 4KTHBHATA
CHCTABKa MM KBM HIKOE OT NOMOIIHUTE Beluectsa. OCBEH TOBA € MPOTHBONOKA3aH NPH
DAIAEHTH ChC CBPBXYYBCTBUTENHOCT KBM aHTHOHOTHIYM OT KITaca Ha UedatoCTIopUHETe.

4.4. Caesyanuyu npeaynpe:xIeHust H NpeJna3Hu Mepky Opu ynorpeta

IIpepu 3anousane Ha Tepanus ¢ Ied@sHa e HeoOX0AHMO BHHMATENHO PasIHTBAHE
Ha OONHHA 3a NPEIXOKJAaN(H peaKIHH Ha CBPBLYYBCTBHTENHOCT KBM
oe(axoCIOPHHH, NEHHIHIHHA KW IPYTH JeKapcTRa,

AKO TO3H AHTHOHOTHK C€ HPHIOKH HA HeHNMEHIMH-YYBCTBHTENHH MMAllMeHTH,
HeoOXOAHMO e BHHMaHHME NOpajH KpbCTocaHa HYBCFBHTENHOCT MEHKAY Oera-
JAKTAMHATE ANTHGHOTHIH, KOATO € J00pe NOKYMeEE nga:ﬁ&m ,c“e‘ xgaﬁmo;(ana npH
10% ot GoaHEmTe ¢ JAHHHU 33 NEHHIHIIHOBA AJe - AKG T Hacx;bn\: aJlepruyHa
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peakuust KbM Ifedsun, nevennero ce npexbesa. TeKKH OCTPH PeakIH HA
CBPBXUYYBCTBHTENHOCT H3HCKBAT CICMIHO JeYeHH e,

O6urara puesHa noza Iedsun tpsabpa Ja ce Hamany npw GonHu ¢ Texka OpOpeuHa
JuchyHKug  (xpeaTUHHHOB KinuphHC <30 ml/min) mnopagm Bucokute w/m
HPOABIDKUTENHH TUTa3MEHH KOHUEHTPALMK Ha aHTHOHOTHKA B CpaBHEHUE ¢ HOPMaJHUTE
croiiqoctu. Lledanocniopunnre, B toBa wucno Hedsun, Tpsdea ma ce npumaraT ¢
BHUMaHME MpH OO0JIHY, NTONY4YaBallM CBIBTCTBALIO JICUCHHE ¢ MOUIHU AMYPETHUM, Thii
KaTo ce MON03Mpa, Ye Te3H BellecTBa BilowapaT ObpOpeynara (hyHKLMA.
HpoawmxutenHoto usnomBaHe Ha Lledsun Moxe pa JgoBele Ao pa3sBUBaHe Ha
pe3sucTeHTHH OaxrepuainHy wamose. OcobeHo BaxkHO e OonHua Jja O6Bae Tox
HaOmoAeHue. AKO IO BpeMe Ha JEUeBHETO HAcTBIM cynepHH(pexuud, TpadBa Ja ce
B3eMaT CHOTBETHHTE MEPKH,

HoxnmangaH e [ONOXHTeNeH AupekreH TecT Ha Coombs Mo BpeMe Ha JIeUEHHE ¢
edanocnopuHOBH aHTHOUTOTHLIH.

Ipeaynpe:xneHHsa ¥ NpPeANa3sHH MepKil 3a JIeKapCTBeHHs Kiac

Huapus, ceep3ana ¢ Clostridium difficile (CDAD), e noknansaHa npu ynotpebara Ha
[OYTH BCHUKY aHTHOaKTepHaNHu cpeJCcTBa, BlunoynTenHe U Ledsun, u Moxe a Bapupa
M0 CePHO3HOCT OT Neka auapua no dartaneH xoautr. CDAD 1pabea ga ce obchau mpu
BCUUKYU TIAIMEHTH, KOWTO pasBUBAT JUapHs BCIEACTBHE Ha yroTpeba HA aHTUOHOTHITH.
HeobxonpMo € BHUMATEIHOTO CHEMAHE Ha aHAMHE3a, THH KaTo € JOKNAJBaHA HOABa HA
CDAD roBeue ot JBa Mecella clie] NPHICKEHHETO HA aHTHOAKTEpHAIHY CPEeICTBa. AKO
CDAD ce nomosmpa WIH C€ NOTBBPAH, MOXKE Ja C& HANONKH IlipeKparssaHe Ha
eJHOBpeMeHHa ynoTpeba Ha aHTHOMOTHIM, KOUTO He ca Hacouenu cpeuty C. difficile.

IepguaTpuanaa ynorpeda
He ca ycragopenu GesomacHocTTa M eeKTHBHOCTTA NpH NEIMATpHYHU NAlMeHTH Ha

BB3PACT NOJ 6 Mecela.

4.5. BzaumopeilicTBHe ¢ JApPYrH JeKapcTBeHH NPOAYKTH H APYIH ¢opmMm Ha
B3auMoneiicTBe
EdrexT Ha ApyrH JeKapcTBa BLPXY Lie®NpPO3UI
Hoxnangana e HePOTOKCHYHOCT Clef eAHOBPEMEHHO NIPHIIATaHe Ha aMHHOTIHKO3ZHAHU
aHTHOMOTHLIM H 1e(hamoCIOpPHHOBY aHTHOHOTHIIH.
EnnoepeMeHHO npunarade Ha npoGenenmp yzposiea rutomra nox kpueara (AUC) za
HeIpo3HIL.
BzanmoaelicTRES ¢ NeKkapeTBa/naGopaToOpHH H3c/HeABAHES
HedanocropyHoBpruTe aHTHOMOTHLUH MOraT Aa JoBefaT 0 (amuuBO TIIOAOKWTENHH
peaklHy 3a [NIIOKo3a B ypHHAaTa ¢ MelAeH penykrased Tect (Benedict mmu Fehling
pasteopu uni ¢ Clinitest tabaerky), HO He U ¢ EH3HMMEH TecT 3a ITIOKO3YypHA (
MIIOKO300KCHAA3eH TecT). DaiurBo oTpULATeHa peakuys MoXe Ja ce HadloaaBa npu
dhepuuHaHUARNIA TECT 3a INII0OK03a B KpbBTa. Hanmumnero Ha nedpossn B KpbBTa HE
BOII O B3aMOZEHCTBHE ¢ METOJA 3a H3c/AelBaHe Ha KpeaTHHHH B ILIa3Ma H ypHHa ¢
anKaleH MUKpar.
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Kaxro u mpu Apyrd neganocrnopHHi, e)UKacHOCTTa Ha HEPOPANHHTE KOHTPaHeNTHUBH
MoXe Nta Objle NOHMIKEeHa Npu eAHOBpeMeHHO npunmkeHue ¢ Lledsun. Tlo Bpeme Ha
neyenue ¢ Liedsun TpabBa a ce B3eMaT JONBIHNTEIHM MEPKH 32 KOHTPALISTLIHS.

4.6. BpeMeHHOCT ¥ KhPMeHe

Hsma pannu 3a yBpexaaHe Ha deryca oT uednpo3un MOHOXUAPAT NPH IPOYYBaHKS HA
PerpOAYKTHBHOCTTA, NPOBENCHH TipH 3alild, MEIUKK U NMIGXOBe B KO3 choTBeTHO 0,8,
8,5 i 18,5 meTi MaKcHMAaNHHTe ZHeBHH o3 npi xopa (1000 mg), ocHOBaHH Ha TelecHa
noEspXHoCT (mg/m>). Ofavye He ca TPOBEXIAHH aNEKBATHH M AOGPE-KOHTPONMPAHH
npoy4yBaHuA NpH OpemenHu xeHd. [Topagd ToBa, 4e MPOYYBAHUATA NIPH >KMBOTHH HE ca
MIOKA3aTe/IHM 3aX0para, TOBA JIEKapcTBO TpsabBa Ja ce M3MOA3BA MO BpeMe Ha
OpeMeHHOCT, CaMo0 aKo CHO H TOYHO € ONpeAeiIcHa Hy>KIATa OT HEro.

[To-manxo or 0,3% oT mozara., NpHIOKEHA Ha Maiika KbpMauyKa, ce eKCKpeTHpa B
kBepMata. Heobxoxumo e roeuieHo BHAManue, koraro Ledaun ce ripunara B nepuoj Ha
KBPMEHE.

4.7, Ederti BbpXy cnocodrocTTa 32 mogupane 1 pabora ¢ Mammay
He ca mporexpaHy npoyuyBaHus Ha edekTHTe BBPXY crocobHocrra 3a wmodupade M
paboTa ¢ MalikHU.

4.8. He:xenanuy JieKapcTBEHU peakuii

Hexenanute /nekapeTBEHH peakuud npu Ledmoposun B3a nNojoOHE Ha OHesH,
HabmoxaBand npu Apyrd nedaXocnopuHu 3a NepopanHo Npuiokenue. Llednposun
OOHKHOBEHO ce [MoHacAa Jo0pe mNpH KOHTPOJNMpaHH IJMHWYHY — H3NMTBAHUS.
TMpuGnuzurenno 2% 0T NALHEHTHTE NPEYCTAHOBABAT JeUeHHe ¢ LedUpo3un 3apanu
HEXeMaHH TeKapCTBEHU pPeaKiHH.

Tabnmuuara no-moNy BKJFOUBA BCHYKHM HEXENaHM JEeKapCTBEHU Peakumd, Kakro ca
orcadl kbM MoMeHTa B CCDS. ClUCBKEBT e NpeAcTaBeH 0 CHCTeMO-OpraHHH KJIacoBe,
MedDRA TepMUHOJOTHS U 4eCTOTA, KATO €a H3IIONI3BAHU CIEIHUTE KATErOpUH: MHOIO
gyectd (>1/10), uectu (>1/100, < 1/10), nevectu (>1/1000, <1/100), penxu (=1/10000,
<1/1000). muoro peaxu (< 1/10000) u ¢ memseecrHa dectora (He MOXe Ia Gnie
H3YUCieHa OT HalwdaWuTe nNaHHH). Tabmunara e ChCTapeHa crnopel TPelopbKHTe Ha
CIOMS pabotHa rpyna III u V u Vkaszanusara Ha Epponefickata xomucus 3a KpaTkarta
XapaKTepHCTHKA HA [POAYKTA.

CHeTeMO-0prafHi K1acoBe HecToTa MedDRA Tepmun
Yectn Cynepundexuya 1 BaruHanga
Wudekuuu u vabectanmu HHbeKIHL
Hapymenus Ha KpbBTa U Yectn Eosuaudunus
mMdHaTa CHCTEMA Heuectn Hamanen Opoii Ha Genurte KpLBHH
KIETKH
Penxu TpombouuroneHus ¥ YALIKEHO
OPOTROMOKHOBO BpeMe
Hapyuienus Ha HMyHHATA Pejxu Auriioundi anadunakrngaa
AR . Ty
cicreMa /Peakus 1 cepymuaponect
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Hapymenus Ha HepBHATA Yectn CBeToBBpPTEK

cucTremMa Hewecru CneTosHue Ha 00BpKBaHe,
Oe3chHUe, COMHOACHTHOCT,
HCHXOMOTOPHA XMIIEPAKTHBHOCT,
HEpBHOCT H riaBodonue

CroMalrHo-ypeBHY HapylUeHs Yectn Bonxa B xopeMa, fuapHs, rageHe, 1
HOBPBIIAHE
Penku Konut 1 ncesgomeMOpanoseH
KOJIHT
Henzpectna | IlpomsHa B LpeTa Ha 3H0KTE
Xenaro-0unHapHy HapyLEEeHHs Yectn [Topumena acrapTar

amMuHOTpaHcdepasa i NOBULLECHA
asaHiH aMHHOTpaHcdepasa

Heyectu [TorunIeHa B KpBBT2 alKalHa
docaraza
Penxu XoecTaTHYHA XXBATCHULA H
noeHieH GuiHpyOHH B KPBBETA
Hapymenua Ha xoxara 0 HecTH Hepmarur
NOAKOXKHATa ThKaH Heuectn QO6pHB ¥ ypTUKApHS
Penxu Cunnpom Ha Stevens-Johnson,
epuTeMa MyATH(OpME M reHHTaneH
IPYPUTYC
Hapymenus ua 0n6penure U Heuectu IToBuwiena ypea B KpoBTa H
MTHKOYHUTE TBTIHIIA IIOBUUIEH KPEaTHHHUH B KPBRTA
06wy Hapywenusa u egexti Ha | Penxu Iupexcus

MACTOTO Ha NPHIIOKCHHES

4.9. IIpegosupane

Enwevaen  no3m, ot nopageka Ha 5000 mg/kg, npunaraBu BBpXY MKHBOTHH B
NPOYYBAHHATA 38 TOKCHYHOCT, HAMAT CEPHO3HU UK I€TaAHU [TOCTEACTRBHA.

Ledaui ce enmumuHUpa rragHo npes 6s0perwre. Ilpyu cydan Ha NpenosHpaHe, 0Co0eHO
OpM TalHeHTH ¢ Hapywena Owbpeyna ¢yHkuMa, XeMoAaManusaTa noANOMara
OTCTpaHSBAHETO Ha He(IIPO3UN OT OpraHu3Ma.

5. @apMaKONOrHYHN CBOICTBA
5.1. @apMaKOAHHAMHYHHY CBOKCTEA
dapmakoTepaneBTHYHA Fpyna: BTopo noxoienue nedanocnopunu, ATC: JO1DC10.

Maxpobnoaorus
Lledrnposzun uMa iz vitro aKTHBHOCT CpEIly IUMPOK CHEKTLD OT rPaMIIOJIOKMTEIHA U
rpamMoTpuiarensHu dakrepun. bakTepuUpAHATA aKTHBHOCT Ha LEQPIPO3MI € Pe3ynTar OT
HHXMOMpPAHETO HA CHHTEe3a Ha KieThbuHaTa cTeHa. [ledrposun e axTuBeH cpeuly
MIOBEYETO IAMOBE Ha CIICIHNUTE MUKPOOPraHo3MHu in Vifro:
Aepo6u, rpaMnoIoKHTETHH MHKPOOPTraHM3MH: "’
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- Cradunokoxu, BKI. Staphylococcus aureus (BKI. NEHHUMIA30-TPOIYLMPAIH
wamoge); S. epidermidis; S. saprophyticus; S. warnei. (3a6. ue(UpO3HI He & AKTHBEH
CpeLly MEeTHLMIMH-PE3UCTEHTHH IAMOBE CTA(hHIIOKOKN);

- CTpenToKokHM, BKI. Strepfococcus pyogenes (crpenrokoku rpyna A); S. agalactiae
(cTpentoxoku rpyna B); S. preuwmoniae(BKI. IOBeYETO HHTEPMEAUEPHM TIEHHIJIHH-
pesncrenTHy mamose ¢ nenuuuaud MIC ot 0,1 mo 1 pg/ml); T'pymu C, D, F & G
CTPENTOKOKH;CTPENTOKOKH 0T rpyna Viridans;

- Enterococcus durans; E. faecalis; (3a6: uednposun e veakrieen cpemy E. faecium);

- Hpyru: Listeria monocytogenes.

AepobH, TPaMOTPHIATENHH MEKPOOPraHH3MM;

- Moraxella catarrhalis (BKIL B-NTakraMazo NpoAyLUPalH AMOBE);

- Hemophilus influenzae (Bxn. B-naxTamaszo IpoRyLHPAN(# IEMOBE);

- Citrobacter diversus;

- Escherichia coli;

- Klebsiella pneumoniae,

- Neisseria gonorrhoeae (BKJL. IEHHLINA32- OPOAYLIHPALLH 1(AMOBE);

- Proteus mirabilis,

- Salmonella sp.;

- Shigella sp.;

- Vibrio sp. (3a6. Uednposun He e aKTUBEH Cpelly I[OBEUYETO IUAMOBE HA
Acinetobacter, Enterobacter. Morganella morganii, Proteus vulgaris, Providencia,
Pseudomonas u Serratia.)

AHaepoOHH MHKPOOPTaHH3MI:

3a6.: [loeeuero mamMose ot Bacteroides fragilis ca pe3HCTEHTHH Ha He(hnposu.

- Clostridium difficile; C. perfiingens

- Fusobacterium sp.,

- Peptostreptococcus sp.;

- Prevotella melanogenica (no3Hat kato Bacterioides melaninogenicus)

- Propionibacterium acnes.

TecToBe 32 YYBCTBUTENHOCT

KonuuecTBeH# METOIM, KOMTO H3MCKBAT M3MEpBAaHEe HAa AMAMETPHTE HA 30HATA, ZABAT
Hali-TOYHA OLIEHKA 34 YYBCTBUTENIHOCTTA Ha GaKTepUUTe KbM aHTUMHKPOOHHTE CpeCTRa.
HurepnpeTauyaTa BKIFOUBA KOpenaLil Ha AHAMETHPA, MONYdYEeH OT JHCK TECTOBETE, C
MHHHMaIHaTa HHXHOUTOpHa KoHUeHTpauus (MIC) sa nednposui.

JMcKoBeTe 3a TecTBaHe Ha WYyBCTBHTENHOCT KbM uedanocnopunu (uedanoTHy
JANCKOBETE) He Ca MNOAXONAINM INOpaji pasNHKd B ChoeKkTepa ¢ uedmposmwt. 30-ug
He(mpo3HI JUCKOBE ce H3MION3BAT 32 TECTOBE HA H30JIATH IN Vitro.

Pezynratute oT nabopaTOpHHTE TECTOBE OT CTAHIAPTEH TECT 34 YYBCTBHTEAHOCT C €IHH
ngek ¢ 30-pug umednposun AucK TpaAbBa fa ce HHTEPIPETHPAT CIOPEH CIEIHHTE
KPUTEPUH:

Juamersp Ha 30Hata (mm) | Muarepnperanyu MIC-xopenanus
>18 (S) uyBcTRUTENEH <8 ug/ml
15-17 (MS) ymepexio LG gl
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| <14 | (R) pesucrenren | 232 pg/ml

Pesynrar ,,uyBCTBUTENEH” IOKa3Ba, Y€ INATOTEHBT BEPOATHO Iue Obae HHXMOMpaH OT
OOMKHOBEHO NMOCTHXKMMH KPBBHH KOHIEHTpauuu. Pesynrar ., ymMepeHo 4yBCTBUTESEH”
FIOKA3Ra, Ye OpraHusMBT e O'b1ie YyRCTBUTENEH, aKO C& H3IION3BA BUCOKA 034 WK aKo
uHpeKIuATa € OrpaHHyeHa A0 THKAHH W TeYHOCTH (HAllp. YpHHA), B KOUTO CE TOCTHUraT
BHCOKHM aHTHOMOTHYHH HMBa. Pesynrar ,,pe3HCTEHTEH” IOKa3Ba, Y€ MOCTIDKUMATA
KOBIIEHTpauus Ha anTHOHOTHKA BEPOATHO Hiama Ja Oblle HHXUOUTOpHa.

CranpapTu3upaHuTe MPOLEIYPH H3HCKBAT M3MOJN3BAHETO Ha NabOpaTOPHU KOHTPONHU
OpraHH3MH.

5.2. DapMakoOKHHeTHYHH CBOMCTRA

Liedsun ce pezopbupa modpe cien NepopaiHO NMPHUAOKESHUE NpH NpHeMaHe MpPead HITH
no Bpeme Ha XxpaHeHe. [lepopannara OuomamuuHocT € npubauzurenHo 90%.
®apMaxoKMHETHKaTa Ha LE(QUPO3MI HE Ce IPOMEHS OT NPUIIOKEHHEe ¢ XpaHa HIH
anrHauay. CpelHuTe IJIasMEeHH KOHLEGHTpaLUHH Clel NpHIOKEeHHe Ha Lednposun Ha
IMafHO ca NpeAcTaBeHH B Tabinuuara mo-zony. KoHUeHTpauuuTe B ypHHATA ca OKOJIO
60% ot npuokKeHaTa J1o3a.

Hoza Cpenuu mia3sMeHH KOHLEHTpalM Ha YPHHHA KCKpELHs
nednposur*
(pg/mi)
Bpex (~1,5 yaca) | 4 yaca 8 yaca (8 yaca)

250 mg 6,1 1,7 0,2 60%

500 mg 10,5 32 0,4 62%

1000 mg (1 g) 18,3 8,4 1,0 54%

*MaHHUTE HPEHCTABIABAT CTOMHOCTUTE Ha CpelHHTE IJIa3MeHH KOHIEeHTpaluum oT 12
3apaBy pobpoBonuu. dapMakokMHETHYHHTe AAaHHH €4 B3eTH OT NEKapCTBeHa (opMa
Kallcyly; JoKaszaHa e, obaue, OHOSKBHBAIEHTHOCTTa Ha NEpOPAieH pasTBOp, Kamcym,
TabNIeTKy U NepopasHa CyCIeH3Us.
[To Bpeme Ha ObpBHS 4-9acOB TIepHOJ, CleX NPHUIIarade Ha JIEKapCTBOTO, CPERHHTE
KOHUEHTpalK# B ypHHATa clej npunarade Ha Josd or 250mg, 500mg u lg ca
npubnuszuteano 170 pg/ml, 450 pg/mi u 600 pg/ml croTReTHO.
CBEp3BaHETO C IJIa3MEHUTE TPOTEMHH € oOKono 36% M © He3aBHCHMO OT
KOHHEHTpauuuTe B quanasola ot 2 pg/mi po 20 pg/ml. Cpe HuIT naazMed ONYXKKUBOT
NP3 HOpMaJIHU MHAKMBHAU € NpubausuTenHo 1,3 yaca.
[TuxoBHTE KOHLEHTPAIMH Ha Ledopo3ul B KOKHaTa MeXypHa Tedroct ca 3,0 1 5,8 jug/ml
TIpH NAUUEHTH, NOJIyJYaRaily eHa Ko3a OT ¢hoTBeTHO 250 mg unu 500 mg uedupozm.
[MosyKHBOTHT B KOIKHATA MEXypHa TeUHOCT (2,3 uaca) € mo-IBabl OT TO3H, HabmoaaBaH
B I1a3mara.
Cnen mpunoxeHveTo Ha eaHa po3a oT 15 wmi 20 mg/kg npH DanueHTd ¢ XPOHHYEH
CpeJieH OTHT, KOHLUEHTpalUuTe Ha HedNpOo3un B TEYHOCTTa B CPEIHOTO YXO Bapupa OT
0,06 mo 8,7 ptg/ml. KonneHTpanuure Ha LeQrposu B TEYHOCTTA B CREHHOTO YXO OCTaBaT
Hag MIC 32 moBeYeTo IKPOKO PasnpoCTpaHeHu GaKkTeph; ¢ Cl%:&p%ﬁaHH\C'bc CpeieH OTHT ,
l
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Hama maHHM 3a akymyndpase Ha UedIpo3wi B Ia3Mata HA HHIVBHIAM ¢ HOpMANHA
6pOpeuna QyHKUMS cliel MHOTOKpPaTHO NMpUIOKeHHe Ha nepopandu go3u ao 1 g Ha 8
yaca 3a 10 aum.

Buvopeuno ygpeacoane

ITpu GonHu ¢ HamaneHa OBpOpeyuHa PYHKIHI, YABIDKABAHETO Ha [IA3MEHHsA MTOMYKHBOT €
CBBP3aHO CBC CTelleHTa Ha OBOpeunata guchymwums. [Ipu OonHE ¢ NBAHA JUrca Ha
Or6peuna QGyHKUMA, NAA3MEHUAT NONYKUBOT Ha Uedrnpo3un Moxe Ja Obae U 5,9 vaca.
ITomyxMBOTET & CKBCABA Ypes Xemoauanusa 1o 2,1 yaca. He ca yctaHoBeHH nsTHIIA Ha
eKCKpelMs IpH NalHeHTH ¢BbC 3HAYUTENHO yBpedeHa OBOpeuna dbynxuus (Bx. T. 4.2 u
4.4).

Yeproopobro yepescoane

[pu Gonuu ¢ yBpeneHa 4epropobHa (HyHKIHA HAMa CTATHCTHYECKHA 3HAYUMY Pa3IuKH
8B (ApMAKOAUHAMMYHHTE NapaMeTpH, KOraTo Ce CPaBHABAT C TE3U NPU HOPMAIHH
KOHTPOJIHH HHAMBUAN.

Tepuampuunu nayuenmu

Cpennara AUC, HabmojaBana Mpy NallMeHTH B HampedHalla BH3PacT HA 65 rojuHu u
rnoseue, ¢ okoio 35-60% ro-Bucoka OT TOBA NPH NO-MIaAH MHAMBUIH. 3HAUEHHETO Ha
TE3H 3aBHCHMH OT BH3pAacITa BapHaiU BBE (apMakOKMHETHKATa Ha Uedrpo3ua He ca
AOCTaThYHH 32 Ja U3UCKBAT KOPEKIMA B JIO30BUTE PEXKHMU.

Heduampuunu nayuenmu u nOOPacmeamiu

Crnen npunoxeHne Ha eJHOKpaTHH 1o3H oT 7,5 mg/kg wiu 20 mg/kg Ha neauaTpuvHu
MalLMeHTH, KOHLEeHTpaurnTe Ha Nedmposuwn sapupar ot 0,5 mo 4,3 pg/g B TOH3MIUTE M
Bapupart ot 0,4 pg/g no 4,9 ug/g B anerouHara TekaH. KOHLEHTpaUMKUTe B TOH3UIHTE U
ajieHOM/HaTa ThKaH 1oBeye oT 3,2 yaca clef] JO3HpaHe ca NO-BUCOKH OT MHHHUMANHHTE
UHXHOUTOPHKM KoHUEeHTpauur (MIC) 3a HpoKo pasnpOCTPAHEHH IATOrEHH, KOHTO
APUYHHABRAT (DAPHHTHT MM TOH3UAHT.

@apMaKOKUHETHKATA Ha LeQIposul e CpaBHHEMa MeXAy Jera (Ha BB3pactT oT 6 Meceua
no 12 rogunn) u Be3pactHH. [InasMeHUTEe KOHHEHTPaLHUK NPH Fella, HONyYyaBamu 7,5 no
30 mg/kg uednposun ca cpaBHUMH C Te3M, HaONIOXABAHH NPH BB3PACTHH IALHMEHTH,
noxy4asaiuy nepopaito 250-1000 mg. Cpa, ce moctura 1 1o 2 yaca cnell IpHIOKEHHETO
H TOTyXUBOTET © 1.5 yaca.

Ifon

Cpennara AUC, nabmogapana npu eHd e npubausurento 15-20% mo-BHCOKA OT Ta3u
npy MEBxKe. SHAYEHHETO Ha Te3H 3aBUCHMM OT TOJa BapuanuK BEB apMakokuHernKaTa
Ha HedNPO3MN He ¢a AOCTATBYHY, 34 1a U3HCKBAT KOPEKUMA B JO30BUTE PEXKUMHU.

5.3. IlpeRKIIHHHYHH JAHHH 33 06€30IacCHOCT
He e Habmopmapan MyTareHeH NOTEHUHAN Ha Hednpo3ui B CHOTBETHUTE MPOKAPHOTHH
15805 eyKapHOTHH KNETKH in vifro WIU in vivo. He ca npoaenc):[aﬂn JUBTOCPOYHH
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[MpoyuBanMATa 33 PEeNpOAYKTHBHOCT He IIOKA3BAT YBPEXKJAHe Ha (hEepTHUIHTETa [pU
KHUBOTHH.

6. GapManeBTHYHH JAHHA

6.1. CiuchK Ha HOMOGINEYTE BEleCTRa
MHKPOKpPHCTAJIHA Liedyo3a

HAaTpPHER HUIIECTEH FIIHMKONAT

MarHesHeB cTeapar

antifoam C emysacud

opamkeso 6arpuno Opadry YS-1-2546

6.2. HechbBMeCTRMOCTH
Henpunoxumo.

6.3. Cpox Ha rojJHoCT
3 rooguHA

6.4. Croenuajing yCIOBHS 32 ChXpaHeHHe

CoxpaHdpaiite xonTeitHepa IIIBTHO 3aTBOpPEH U IaseTe ChIBPIKAHHETO oT Biara. Ha ce
ChXpaHsea npu craiina temreparypa (mog 30°C). Ha He ce u3non3ra cilel M3THYAHETO Ha
CpOKa Ha FOJIHOCT, OTNEYaTaH BBPXY OIIAKOBKATA.

6.5. JanAN 3a ONaKOBKaTFa
Hepaun 250 mg dunmupanu tabnerku: 6nucrep ¢ 20 GpuaMupasy TaAONETKH.

6.6. MucTpykunu 3a ynorpeda

Hama cnenyanti HHCTPYKLIHH.

7. IlpurexaTen Ha paspelieHUero 3a ynorpeda
Bristol-Myers Squibb Kft; Szatadsag ter 7;

1054 Budapest, YHrapus

8. Homep Ha pa3pelmienyero 3a ynorpebda
9800340

9. laTa Ha MOAHOBABAHE HA pa3penieHHeTo 32 yroTpeda
03/08/2004

19. IaTa pa akTyad#3MpaHe Ha TeKCTa
12/2009
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